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Abstract

A severe adverse reaction linked to a variety of medications, Drug Reaction with Eosinophilia and Systemic
Symptoms (DRESS) syndrome is typified by a severe mucocutaneous rash, eosinophilia, fever,
lymphadenopathy, and widespread systemic involvement. A 30-year-old female patient presented with
fever, facial flushing, and a maculopapular rash that had been persistent for seven days on the upper limb,
chest, belly, and lower limbs. She also had a cough with breathlessness for seven days which had progressed
over the last seven days and also a rise in temperature in the evening. As the patient was started on anti-
tubercular treatment (ATT) based on an interferon-gamma release assay report with no constitutional
symptoms, we decided to reconfirm the diagnosis. Ultrasonography of the neck showed cervical
lymphadenopathy measuring 21x11 mm in the left cervical region at level IB. The patient was advised for
cervical lymph node fine needle aspiration to be sent for cytology and cartridge-based nucleic acid
amplification test (CBNAAT) to restart ATT. The patient is being followed up.
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Introduction

The requirement for long-term multidrug regimens, which are linked to a variety of adverse drug reactions
(ADRs), complicates tuberculosis chemotherapy. ADRs are also among the most frequent reasons why
treatments don't work.

A severe adverse reaction linked to a variety of medications, Drug Reaction with Eosinophilia and Systemic
Symptoms (DRESS) syndrome is typified by a severe mucocutaneous rash, eosinophilia, fever,
lymphadenopathy, and widespread systemic involvement [1]. ADRs that are frequently linked to anti-
tuberculosis drugs (ATDs) include skin responses, arthralgia, influenza-like symptoms, and hepatitis. Severe
cutaneous adverse reaction (SCAR) is a subset related to ADR that is immunologically driven and includes
toxic epidermal necrolysis (TEN), Stevens-Johnson syndrome (S]S), and DRESS.

ATD-related SCARs are uncommon; however, over the past few years, there has been a steady increase in the
number of afflicted cases described in the literature, as well as an increase in DRESS cases connected with
ATD [2]. Following this, there is a rash, generalized scaling, facial edema, erythroderma, lymphadenopathy,
hematological abnormalities, and damage to the end organs (liver, kidney, heart, lungs, endocrine system,
etc.) as well as systemic involvement [3]. Because of its variety of cutaneous manifestations, the "R" in
DRESS was altered from rash to reaction/response [4].

Following anti-tubercular treatment (ATT), individuals may occasionally develop severe ADRs, including
DRESS syndrome. Awareness of post-ATT DRESS syndrome is essential among healthcare providers to
ensure timely recognition and appropriate management. This introduction aims to explore the clinical
features, diagnostic challenges, and therapeutic strategies associated with DRESS syndrome in the context
of ATT.

A total of 107 cases or 42.13% of the 254 cases that were reviewed and reported in this review, had a
connection with ATT drugs. Out of all the agents in this category antiepileptics, allopurinol, sulphonamides,
rifampicin, isoniazid, pyrazinamide, and ethambutol were the most frequently reported offending agents [5].

Case Presentation

A 30-year-old female patient presented with complaints of fever, flushing of the face, and maculopapular
rash on the upper limb, thorax, abdomen, and lower extremities for seven days. She also had a cough with
breathlessness that progressed over the last seven days from grade 1 modified medical research council
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(MMRC) dyspnea scale to grade 2 MMRC. The fever was insidious, high grade, more so during the evening,
and relieved on taking tablet paracetamol 500 mg.

The medical history of the patient revealed that she was started on ATT 15 days previously by an outside
physician with the following dosages according to weight band: rifampicin 600 mg once daily, isoniazid 450
mg, pyrazinamide 1000 mg, and ethambutol 800 mg. The patient was diagnosed with cervical tubercular
lymphadenopathy by interferon-gamma release assay. The patient also had a history of bronchial asthma
since childhood and was managed on a dry powder inhaler formoterol/budesonide 6/200 mcg and used as a
reliever and preventer therapy.

On general examination, she had dry skin with erythematous maculopapular lesions over the abdomen,
thorax, and upper and lower extremities (Figure /A). Respiratory system examination revealed bilateral
normal vesicular breath sounds. The patient’s vitals were stable. The ultrasonography (USG) of the abdomen
revealed findings suggestive of hepato-splenomegaly and mesenteric lymphadenopathy. Blood eosinophil
counts, liver enzymes, and creatinine levels were elevated on admission (Table ).

A B

FIGURE 1: (A) Maculopapular rashes are seen after two weeks of
starting ATT drugs; (B) Image of lower limbs after receiving steroids
and stoppage of the offending drugs (ATT).

ATT: anti-tubercular treatment
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Parameters Day 1 Day 3 Day 5
Haemoglobin 11.6 g/dl 10.8 g/dI 9.5 g/dI
Total leucocyte count 14200/pL 15100/uL 10600/uL
Platelets (lakhs) 1.28/uL 1.66/uL 2.32/uL
Absolute eosinophil count 1144/uL 1914/uL 623/uL
Eosinophil 13% 22% 7%
Alanine tranaminase 626U/Lt 467U/Lt 232U/Lt
Aspartate transaminase 1307U/Lt 768U/Lt 456U/Lt

Prothrombin time

25.9 seconds

15.7 seconds

12.7 seconds

International normalized ratio 225 1.33 1.07
Urea 46 mg/dl - 23 mg/dl
Creatinine 2.3 mg/dl - 0.89 mg/dI

TABLE 1: Laboratory tests showing elevated liver enzymes, eosinophil count, creatinine

Patient was initially diagnosed with ATT-induced hepatitis but after blood tests revealed multiorgan damage
with dermatological manifestations, we came to the diagnosis of DRESS syndrome and subsequently the
patient was started on oral steroids (tablet prednisolone 0.5 mg/kg) withholding ATT drugs. Blood
parameters were monitored for the next five days, which showed a serial decrease in eosinophil count and
improvement in liver enzymes, creatinine levels, and skin manifestations (Figure 1B).

As the patient was started on ATT based on interferon-gamma release assay report with no constitutional
symptoms, we decided to reconfirm the diagnosis. USG of the neck showed cervical lymphadenopathy with
the largest measuring 21x11 mm in the left cervical region at level IB. The patient was advised for cervical
lymph node fine needle aspiration to be sent for cytology and cartridge-based nucleic acid amplification test
(CBNAAT) before restarting ATT. The patient is being followed up.

Discussion

DRESS syndrome is a rare but severe hypersensitivity reaction involving multiple organs. It typically
presents with fever, rash, and conditions like hepatitis, nephritis, carditis, and pneumonitis. Mortality can
reach 10%, particularly with liver involvement, highlighting the need for early diagnosis and treatment [6].
While commonly associated with anticonvulsants and antibiotics, DRESS can also be triggered by ATT such
as rifampicin, isoniazid, pyrazinamide, and ethambutol, though this is rare. Diagnosis is clinical and
supported by the Registry of Severe Cutaneous Adverse Reactions (RegiSCAR) scoring system, with a score
of 5 or more confirming DRESS. Differential diagnoses include SJS and TEN.

Management involves the immediate discontinuation of the offending drug, supportive care, and systemic
corticosteroids to control the inflammatory response. Long-term follow-up is crucial to monitor for
potential relapses and long-term sequelae. Recognizing the early signs of DRESS and understanding the
potential genetic predispositions can aid in prompt diagnosis and effective management, thereby reducing
the risk of severe outcomes [7].

ATT-induced DRESS syndrome is typically observed after approximately 15 days of starting treatment.
However, in the current case, the patient exhibited symptoms within just seven days. This syndrome has a
mortality rate of 8-10%, particularly if the liver is affected. For this reason, prompt diagnosis and treatment
are essential. Differentiating DRESS from other skin conditions is crucial. These conditions include viral
infections, systemic lupus erythematosus, and scalded skin syndrome, which can occasionally be
accompanied by peripheral eosinophilia. Similarly, erythroderma can arise from the aggravation of an
underlying skin disorder like psoriasis or atopic dermatitis [8].

A definitive or targeted test to identify DRESS syndrome does not exist. The diagnosis is made based on
clinical signs and abnormalities in hematological tests, primarily eosinophilia, as well as abnormalities in
the activities of the kidney and liver, if these systems are involved. Moreover, skin biopsy is non-specific [9].

The main challenge in diagnosis is determining the absence of an infectious cause. To rule out a drug
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hypersensitivity illness, however, a complete history of the patient's medications should be taken in
response to skin changes and blood abnormalities. Generally speaking, urticated, maculopapular eruption is
the most prevalent skin feature associated with DRESS; nevertheless, reports of vesicles, bullae, pustules,
cheilitis, purpura, target lesions, and erythroderma should also be made. One sign of DRESS is facial edema
[10].

Conclusions

DRESS-type delayed hypersensitivity reactions are a significant clinical concern linked to various
medications, often emerging in individuals with a genetic predisposition. Due to the potentially severe
consequences of DRESS, recognizing its clinical manifestations is crucial for prompt diagnosis and
treatment, which helps prevent specific organ damage. Additionally, outpatient follow-up is essential for
detecting any post-event sequelae, and treating physicians must diligently monitor these patients.

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: Vinay Balamoni, Mahavir Bagrecha

Acquisition, analysis, or interpretation of data: Vinay Balamoni, Mahavir Bagrecha, Siri Vineeth A.
Ganta

Drafting of the manuscript: Vinay Balamoni, Mahavir Bagrecha

Critical review of the manuscript for important intellectual content: Vinay Balamoni, Mahavir
Bagrecha, Siri Vineeth A. Ganta

Supervision: Vinay Balamoni, Mahavir Bagrecha, Siri Vineeth A. Ganta

Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In
compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services
info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: All authors have declared that there are no other
relationships or activities that could appear to have influenced the submitted work.

References

1. Prusty BS, Momin MA, Goud YK, Ramineni KK, Perveen S: DRESS syndrome- uncommon drug reaction with
common disease treatment: a case report. ] Microbil Infect Dis. 2020, 10:225-9.

2. Jin HJ, Kang DY, Nam YH, et al.: Severe cutaneous adverse reactions to anti-tuberculosis drugs in Korean
patients. Allergy Asthma Immunol Res. 2021, 13:245-55. 10.4168/aair.2021.13.2.245

3. Allouchery M, Logerot S, Cottin ], Pralong P, Villier C, Ben Said B: Antituberculosis drug-associated DRESS:
a case series. ] Allergy Clin Immunol Pract. 2018, 6:1373-80. 10.1016/j.jaip.2017.11.021

4. ChenL, Chia C, Saha A: Drug reaction with eosinophilia and systemic symptoms and agranulocytosis
presenting as cervical lymphadenopathy. Hosp Pharm. 2022, 57:130-4. 10.1177/0018578721990899

5. Sharifzadeh S, Mohammadpour AH, Tavanaee A, Elyasi S: Antibacterial antibiotic-induced drug reaction
with eosinophilia and systemic symptoms (DRESS) syndrome: a literature review. Eur | Clin Pharmacol.
2021, 77:275-89. 10.1007/s0022.8-020-03005-9

6. Thomas M, Hopkins C, Duffy E, et al.: Association of the HLA-B*53:01 allele with drug reaction with
eosinophilia and systemic symptoms (DRESS) syndrome during treatment of hiv infection with raltegravir.
Clin Infect Dis. 2017, 64:1198-203. 10.1093/cid/cix096

7. Hyser E: Drug rash with eosinophilia and systemic symptoms syndrome masquerading as a
lymphoproliferative disorder in a young adult on immunosuppressive therapy for rheumatoid arthritis: a
case report. ] Med Case Rep. 2022, 16:336. 10.1186/s13256-022-03526-0

8. Urbonas V, Varnas D, Mociskiene K, Kvedariene V, Rudzeviciene O: Case report: DRESS syndrome induced
by two antituberculosis drugs in an 8-year-old girl. Front Pediatr. 2022, 10:830611.
10.3389/fped.2022.830611

9. Gudi S, Biswas TK, Kane S: DRESS syndrome: a case report. MGM | Med Sci. 2021, 8:312-6.
10.4103/mgmj.mgmj_29_21

10. De A, Rajagopalan M, Sarda A, Das S, Biswas P: Drug reaction with eosinophilia and systemic symptoms: an

update and review of recent literature. Indian ] Dermatol. 2018, 63:30-40. 10.4103/ijd.IJD 582 17

2024 Bagrecha et al. Cureus 16(8): €67783. DOI 10.7759/cureus.67783 4 0of 4


javascript:void(0)
https://dergipark.org.tr/en/pub/jmid/issue/58178/839481?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4168/aair.2021.13.2.245?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4168/aair.2021.13.2.245?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.jaip.2017.11.021?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.jaip.2017.11.021?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/0018578721990899?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/0018578721990899?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s00228-020-03005-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1007/s00228-020-03005-9?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/cid/cix096?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/cid/cix096?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s13256-022-03526-0?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s13256-022-03526-0?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fped.2022.830611?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fped.2022.830611?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4103/mgmj.mgmj_29_21?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4103/mgmj.mgmj_29_21?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4103/ijd.IJD_582_17?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.4103/ijd.IJD_582_17?utm_medium=email&utm_source=transaction

	A Drug Reaction With Eosinophilia and Systemic Symptoms (DRESS) Syndrome Manifestation in Tubercular Cervical Lymphadenopathy: A Case Report
	Abstract
	Introduction
	Case Presentation
	FIGURE 1: (A) Maculopapular rashes are seen after two weeks of starting ATT drugs; (B) Image of lower limbs after receiving steroids and stoppage of the offending drugs (ATT).
	TABLE 1: Laboratory tests showing elevated liver enzymes, eosinophil count, creatinine

	Discussion
	Conclusions
	Additional Information
	Author Contributions
	Disclosures

	References


